FGFR3
TGGTGTCCTGTGCCTACC CCGTTGGTCGTCTTCTTGT T3a  N0  hetero  NMI  69  M  HG  T1  ND  hetero  NMI  73  F  HG  Ta  ND  hetero  NMI  65  M  HG  T1  ND  hetero  NMI  85  M  HG  T1  ND  +  NMI  75  F  HG  T1  ND  hetero  NMI  60  M  HG  T1  ND  hetero  NMI  70  F  HG  Ta  ND  +  NMI  69  M  HG  T1  ND  hetero  NMI  62  F  HG  T1  ND  +  NMI  78  M  HG  Ta  ND  +  NMI  80  M  HG  T1  ND  hetero  NMI  53  M  HG  T1  ND  +  NMI  84  M  HG  Ta  ND  +  NMI  56  M  HG  T1  ND  +  NMI  78  M  HG  Tis  ND  hetero  NMI  67  F  HG  T1  ND  ++  NMI  66  M  HG  T1  ND  +  PLG  62  M  LG  Ta  ND  +  PLG  66  M  LG  Ta  ND  +  PLG  48  M  LG  Ta  ND  +  PLG  58  F  LG  Ta  ND  hetero  PLG  75  M LG Ta ND + MI= muscle invasive, NMI= non muscle invasive, PLG= papillary low grade, HG= high grade, LG= low grade, hetero= heterogeneous staining) Figure S1 . Expression levels by qPCR) of FGFRs (A) and FGFs (B) in RT4, 5637 and HT1376 cells. The FGF family members not indicated are not detectable in these cells. C-D) Seahorse analysis and ECAR levels in RT4, 5637 and HT1376 cells (with reference to Figure 1H in the main text). 
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Cell culture details
Human RT4, 5637 and HT1376 cells are from American Type Culture Collection (ATCC); murine MB49 cells are a kind gift from Dr. O'Donnell (University of Iowa Hospitals and Clinics, Iowa City, IA, USA). Cells were cultured in different medium (RT4: McCoy's 5A; 5637: RPMI; HT1376 and MB49: DMEM), containing penicillin/streptomycin (100U and 10 mg/mL, respectively) and supplemented with 10% fetal bovine serum (FBS-Gibco, Gaithersburg, MD, USA) and maintained at 37°C with 5% CO2. 5637, HT1376 and MB49 bladder cells were transfected with a pBABE-Puro vector harboring the full length human PTX3 cDNA (GenBank accession n• X63613) or a pBABE-Puro empty vector (Mock) using FuGENE (Promega, Milan, Italy). RT4 cells were silenced using short-hairpin RNA (shRNA) lentiviral vectors targeting the human PTX3 sequence (TRCN0000436981; Sigma-Aldrich, Milan Italy) and a scrambled/control sequence (SHC002V; Sigma-Aldrich). Cells were maintained at low passage, and tested regularly for Mycoplasma negativity.
Western Blot Analysis
Cells were lysed in NP-40 lysis buffer (1% NP-40, 20 mM Tris-HCl pH 8.0, 137 mM NaCl, 10% glycerol, 2.0 mM EDTA, 1.0 mM sodium orthovanadate and protease inhibitors cocktail) and 30µg loaded on gel. Antibodies: anti-PTX3 antibody from B. Bottazzi (Humanitas Clinical Institute, Milan, Italy), anti-pFGFR, anti-pFRS2 and anti-pERK1/2 antibodies (Cell Signaling), and normalized with an anti-GAPDH antibody (Santa Cruz Biotechnology, Dallas, TX, USA).
PCR Analysis
Total RNA was extracted using TRIzol Reagent accordingly to manufacturer's instructions (Invitrogen, Carlsbad, CA, USA) and 2.0 µg of total RNA were retro-transcribed with MMLV reverse transcriptase using random hexaprimers in a final 20 µL volume. The cDNA was used as template in PCR reactions using specific primers (see Table S1 ).
